This review concluded that interventions containing iron only, vitamin A only, and combinations of iron and zinc, iron and vitamin A, or zinc and vitamin A, did not improve growth or weight gain in children under five years old. Due to limitations in the review methods and reporting these findings should be treated with caution.
Results of the review
Eighty-seven RCTs were included: 17 for vitamin A (n=69,320); 27 for iron (n=6,671); 43 for zinc (n=11,615), 12 for two micronutrients (n=5,148) and 20 for multiple micronutrients (n=3,873). Some trials provided more than one set of results.
Vitamin A: There was no significant difference in height gain (ES 0.08, 95% CI -0.18 to 0.34; 11 RCTs). There no evidence that vitamin A increased weight gain overall, but there was significant heterogeneity (p<0.01) resulting from a greater weight loss in underweight children (ES -0.34 compared with 0.00 for those above a z-score of -2 or more). There was also no effect on weight-for-height gain.
Iron: There was no evidence that iron had any effect on height gain (ES -0.01, 95% CI -0.17 to 0.15), weight gain or weight-for-height gain, with pooled effect sizes being less than 0.1 and not statistically significant. A subgroup analysis of the 18 trials that only reported change in weight found that iron resulted in a significant reduction in weight (ES -0.11, 95% CI -0.20 to -0.02).
Zinc: There was no significant difference in height gain (ES 0.07, 95% CI -0.03 to 0.17; 40 RCTs). There was no evidence that zinc affected weight gain, but zinc showed a small positive effect on weight-for-height gain (ES 0.06, 95% CI 0.006 to 0.11; 22 RCTs) and there was no heterogeneity (p=0.29).
Two micronutrients: Seven trials provided results for iron and zinc, three for vitamin A and zinc, and three for iron and folic acid, but none showed any statistically significant benefits for the micronutrients.
Multiple micronutrients: Most of the 20 trials of combinations of three or more micronutrients contained vitamin A, iron, and zinc and these showed a statistically significant increase in height for the micronutrient group compared with placebo (ES 0.09, 95% CI 0.008 to 0.17), but no benefit for weight or weight-for-height gain.
There was some evidence of publication bias for the trials of zinc, with asymmetry in the funnel plot and statistical probability values of 0.01 and 0.02.
